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Abstract (Basic) : JP 3191865 A 

Determining prod, of c-erbB-2 cancer gene by enzyme immunoassay 
comprises binding a purified antibody specific to prod, of c-erbB-2 
cancer gene with a solid phase carrier, selectively binding prod, of 
c-erbB-2 cancer gene in a sample such as blood serum with the antibody 
to catch the prod. , and colouring by using biotin-labelled 2nd 
monoclonal antibody, avidin biotin complex method and its substrate in 
the enzyme immunoassay of the prod. 

Also claimed is a kit for the serodiagnosis which contains 
antibody necessary for the determn. of the prod, of c-erbB-2 cancer 
gene, reference sample, colouring reagent, etc. 

Monoclonal antibody is pref. used for the solid phase is 9G6, and 
enzyme-labelled monoclonal antibody is SV2-61gamma. In the method, 
SV2-61 gamma is labelled with an enzyme such as peroxidase or alkaline 
phosphatase and coloured. Positive control for reference is supernatant 
of cell strain EX-5 or purified prod, of c-erbB-2 cancer gene. 

USE /ADVANTAGE - The method and the kit are useful for detecting or 
determining prod, of c-erbB-2 cancer gene in human blood serum. The kit 
is used for the diagnosis of glandular cell cancer, esp. mammary 
cancer, stomach cancer, etc. Glandular cell cancer such as mammary 
cancer can be simply and rapidly diagnosed by the examination of blood 
serum based on that prod, of c-erB-2 gene is present in blood serum of 
human mammary cancer patient but is not detected in that of healthy 
normal person. The diagnosis of the prognosis of the cancer can be 
carried out by the determn. of the prod, of c-erbB-2 gene. 
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Granted Claims of Japanese Patent No. 2,895,105 B2 

1. An enzyme immunoassay for measuring a soluble form pf c-erbB- 
2 oncogene :pjroduct> characterized in that it comprises: 

usirlg two monoclonal antibodies against the extracellular domain 
of c-erb6^2 : oncogene product, one of which is immobilized to a solid 
phase ahd: tjie other is labeled with an enzyme; and ^ 

u$ing^ as a positive control, a culture supernatant from E. coli 
strain EX^Sy ;which extracellulary secretes the extracellular domain of c- 
erbB-2 ohcPgene product, and/or a purified preparation of said c-erbB-2 
oncogen^ proiiuct. 

2. The assay of claim 1, characterized in that SV2-61y is used as 
one of the monoclonal antibody against said extracellar domain. 

3. A kit for diagnosis of a serum sample, which is used for the assay 
of claims 1 and 2, comprising an antibody required for measuring a 
soluble fortti of c-erbB-2 oncogene product and a chromogenic agent. 
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(57) [tttHMtonn] 

[»** 1 1 "sr*ttO c -erbB- 2 *3tfi?«»«:8|je 

c -erbB- 2mmfc*mfy<DMmftWA\Z.*i-1'Z>*:S # 

o— ^fit#2acort. — #SrB»3fc»fc U 

T. c -erbB- 2 *3ftC^**OjNBiia#reB5>Srttfla^lc: 
^*^5EX- 5m<Dm^±tft%LT$/Xte^:<D c -erbB- 

[18*9 2] RWMa^i-Jtta^y ^ p^t^stft 

Ot>£o£ LTSV2-6ly Srffiffl-r^r ZW&b^t 
[fS?R^3] ^r®i4<Oc-erbB-2*aeq=-K«lOjB0^ 



2 

t: bikfff^COc -erbB- 2^S5te^2i^<^ 



3 

^&*j|l^*ffl^(E»Lxv^5 0 ^nmrntta (i) 

mMB*# (2) (3) *§g»PVy^r 

(4) fffg^v^l/-^~i* (ras) (5) ^ 

£%;ib*xXV^o 

©SSSe^Ift^ttl*^ *©^»rtt:JES/BX*5tf>XB: 

*3BW*?>W:t h^iteT-erbB- 2 (ETF c -erbB 
-2^»§|E-r5) mi «|ljj8tS*fi|5e>,PNAS 82649 
7, 1985, LU*fl6>, Nature 319 230, 1986) , ^(DMte^F 

^XifcSW3£S:ii«>X£X^5o t h c -erbB- 2te. 
b, Science 232, 1644, 1986) 0 c -erbB~ 2 teKfife'W 

erbB£ ^^xtei^ttoiS^jfr&F-fc bx^^^nfc 

h y #5f&fii /V^AEV (avian erythroblastosis vi 
rus) Ofco«»B^-Xfc?K w^>5Se- : F'^*tJE£;*f*6ffl 

is) x-&So t hEGFu±y 9 ^-\~xm7^^mmqn- 

13U:ffi«LX^S 0 c -erbB- 2 ftEGFl^-fe^ — Ofi 
t tt^ b ""^w* ^ ^ x EGF ^ - — mRNA 

3&510. 0Kb £5. 6KbX& *? . — * c -erbB- 2 <Z>mRNAR4. 6 
KbXcDNACO^ n— VO#P#r*>fel255T ^ J 
*) x EGFV-fe:/^ — SiflSl^^^^RSr 3 — Kttv^5 

(Oi^m^. NatureffrEii) 0 c -erbB- 2 S^^fi 

egf u± - i (omm±<omi£im- b ^ b a**?** 
Bwsts^^^fcstti&nrt^o c- 

erbB-2 ttWeinbergbOfg^L*:^^ b^neu (Shih,C 
b, Nature 290 261, 1981,) , Ullrich £> <£>HER2 (Slamon 
D.J. b, Science 235 177,1987) if i OSfi^X 

• tt, **W^«ffi*ffl»^e>DNAS:|l|«l^ c-erbB- 

erbB-2ite^B:?Ua, H*»OH±&«<0-2ffle^iS 
^i^^btL/c 0 rcori:^. t h c -erbB- 2 3&SJfi!«<D 
iUHic^LX^t), Jft*5<o»»r^a5f*««S: 
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^Wi-^r.^S:S*bXV^o c -erbB-2<^m^ffltf£ 

»X*<, ttfeixSWa^DNAV^PO^^tcHSSn 

-OlM^ /^^y^f-^ay (in situ hy 
bridization) X t^a^fg/SX*)* ^ fflj&6SfH3£i* 
HXV^o -t^X. *3BW#btt. hc-erbB- 

fflM^oT#/c 0 c -erbB-2»e^®»l£*hf"5 
^ty^D — ^/l4rt{£SV2-61, SV2-61 y YX^fS. 1*£7 Rl 

tltV^^ (SV2-61,»XWIS«»10162*,SV2-61 v Hi 
0776^) mb^tfftt. ^^^n 

fiftg¥W?St?c -erbB- 2 3&fc^myO<Dfelti$:»t 
SBUiU ^Wrl-Waft^Ki: LXHffl<b$tbXV^o U 

^uxo^BfXfc!?. t#btt5««dijE«xa:fc5^ 

if X*PbttX*3>9. c -erbB-2ae^F-M«l3ft s a 

bXV^ntfila»^Wr^®X«!ffiX. ffliS**0»f«*^ 

<«Wd s *ftUi 5 ir LXV^5P«mS> 
30 ^oXwO^^Og^« N t h c -erbB- 2 016^ 

(EI A t J^TKI5i~ -5 ) a^fflv^T*ffl-rS*ifei:■t 
0*2/ bSrfiWi-SrtX&So 

*Jfefc bXBersontYalondSBB«bfctttt*3ffiW^ft (R 
lAffi) i:EIAi*d5*>5^ RlA&tilSfttt^lfiTC^Sr^ffl 
TZ><DX\ «^^*P^*5*>»). EIA 

40 U.XtxSRfrRlSSriiftb. rixd^gtlS*fctteL»© 

tt^ay^v'^^^^-ov^x^i. aitt- • 

« • * S#^31 13—26, 1987ld|fig S*^XV^5o 

f- y ^EIA t P^HHiS —tfi;ff«- <t ^> taJ^<0^ Hlffi «t t) 
iftiiSfO c -erbB- 2 StC^ii«l<0«fetBS:^IfiEJ-"r5St 
i&i/*TJ>><Dffim^f$.*hL.tz 0 »J^»fi8i:ftSc -erbB 
- 2 36e j F-^»tt«Iili^>J;5{-. 1255CDT ^ ySHK£a> 
b^SlSSKDCO^-T-fiSrWo^ W<^HX*>So c -erb 
50 B— 2^m^. 653T 5/B6»*SjBB/ia^*>0, 580T 
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Wir^ — £cDttl^tttt44%-C*>£ 0 c-erbB-2itte 
*m®<OWfeisXTM>&m^*tc1b\Zi&, c -erbB- 

LTV^^tfjBB/fiMKN- 7 Cfc»: S. Fukushige £>, Molecula 
r and Cell Biology, Mar. 955, 1 986, 
3fH*fflJ:0A*) Sr^r*^LX*Ht"t-S*jfe, c -er 
bB-2ige : ?-$:^^^*5l50^^*lBteNIH3T3 (ATCC*fc 
#^CRL-l658) lCi8AL/cSV-llt* (»XWH«10l97 
#) ,A4l5fcfc (^M*^E5f4^W?£MSI*«B3&^A#) 
Sr"SI^k LT^it^M, c -erbB- 2 iSeT-Ottlia 
^ K> >f >-3i^$:NIH3T3tC?SA U/cEX- 5 t$ OICmA^ 

*«fe*Sr«lf*U, EX-5«^pr*tt<Oc-erbB-2fiC 

«BS:^tfc. Z.<D5£Wat b c -erbB- 

wifeis^T^mt^y Y<om$mm\£, c -erbB- 2 

^T^ttO c -erbB- 2 fie^j^fej^k/S^o 

^O^flt-J;^ t hfLftS^-Jliiflf'fJ-c -erbB- 2 
&l^£^JLffi£*X/c 0 r^P^^J:'?. c -erbB- 2 
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3 0 »L«tftt^«^ftfc c-erbB-2(Oatr— »<OJfAD 
bB- 2 ae^SftoKoHglc J: t> ^^Br^pjfg^- 

<mmm> 

10 c -erbB- 2M^l L M^}(OEim\^^t t<D^ b a E 
IASJ^ffl96?v:-e^^o^^^— zfls — b J* 
J 7 Is— hMaxiSorp) \ZL 1 p. g/nlOSS^ISK^e,/ 9 n 
— ^fet^9G6 (^ni?— ^iNf Ji^^ttr&^O^-?- 
y/N'- 0P14, 3tgfeVan de Vijver M. J. b,New England Jo 
unal of Medicine 319 1239,1988) 5:10 // £ -f # 

ici^tSo o.os% ^20£^frPBS (EJiTifci*- 

fiSfcBIH-rS) -C3lEli!fci*Lfc«. 5%BSA^ik?S (T 
yi^:/^ >) $r-&trPBS$r200/i £ -fo^fr^^KcJoi^a 
20 -C2«FPfl^n ^^r^^Srtr 5o 3 EhJ^^T**^. ffl 

«ce^5o 3 hr^^h;bfcio/ig/ 

ml^y^u — ^Ma#SV2-61 v StIOOm £ -foft >> jtyu 

i^U ^/i^^vy— ifSRr trv^ (^buy^bT 

CDABTS (2,2' — Azino — di— 3 — ethylbenzthiazoline 
30 sulphonate) fcigSMfc*** (H 2 0 2 ) Sr^PX.. 30#a*fe 

(o.D.) SrSJ^^o *«W<o*y btt«c^1>©^6>« 
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ffii$8£te«5El$K:o. 05% b V A — V20S:^tfPBSSrSH 
(FERM P -16562) <OJ&* _k»S: 2 SMf-f 0*3R It 

*J6« 2 30 
ftaoajSJHBJ&tfeYMB— 1, YMB- 1 -E, ZR-75-1, MDA * 

* 2 



* —MB— 453, MDA — 175-1, (V^"f tLt>JEja*^ES^®F?fi 

«**EiS*W*jff»!l*ffl35>6>X* : 3CfifeSorkin A. D. 
^Experimental Cell Research 175 192, 1988) 
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